
J’”
*m

v

i 4 DEPARTMENTOF HM.LTH%LHuMAN SERVICES PUtmcI’leatthsmfii
*
L

q’z

m
food and Drug MrnJnismalon
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Irene Clement
Responsible Head
Ccmmmght Laboratories Limited
1’755!Weles Avenue, West
North Yorlq Ontario
Canada M2R 3T4

Dear Ms. CIemcnt:

~ring an inspection of your facility kxated at 1755 Sttxdes Avenue, West, hkwth York,
Ontario, Canada MZR 3T4, fiorn April 21 to May 2, 1997, our investigators identified the
foIlowing violations of Section 501 (@(2)(B) of the Federal Food, Drug, and Cosmetic Act
(FD&C Ati), and Title21, ~(21 cFR), Part2u:

1. Failure of the quality controI urtit to maintain a written record of investigations including
conclusions and follow up of any unexpkhed discrepancy or fkilure of a batch or its
components to meet any of its specifications [21 CF’R211.1
evidence that microbiaJ load evaluation (NILE) results from

which exceed established hits on October 2, 1996,-October
9, 1996, and November’ ~9, 1996 (Original Sample), have been investigated. The
building@@HBMLE Summary repofi, the memorandum dated August 30, 1996,
regarding the MLE fdure from building (~md the memorandum
dated December 19, 1996, concerning test deviation repo~Q not address
whether these samples wem part of the investigation or why test deviation reports were
not initiated

2 F~ilure of the quality control unit to review production records to assure that no errors
have occurred, or if errors have occurred, that they have been My investigated [21 (Xl?
211.22(a)]. For example:

a. There is no evidence that comective action for environmental excursions listed
on Environmental TncidentNotification/Response Form - and-
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have been cxx-npletedor thatthe ~ions have been effkctive or appropriate. h
additio~ the firms have not been signed or dated by production personnel or
Quaky Assurance (QA).

b The section of the Water System Incident NotifioatiodR.espcmse Form _
detailing txtions taken and corrective measures to prevent recurrence has not

been completed. ln dditio~ the fbnns have not been signed or &ted by
production personnel or Quality Assurance. The incident report was generated
to address missed MLE samples in

3, Faihre to maintain equipment for adequate control over air pressure, microorganisms,
humidity, and temperature as necessary for the mandkcture, processing, packing, or
ho[ding of a drug product [21 CFR 21 1.46(b)] in that the limits established fbr humidity
and temperature in ~ r bacterial vaccines have been exceeded for
cweryM manufactured fro% January to J@I 1997.

4. Failure to awuru an adequate system for cleaning and disinfecting -tic processing
areas and equipment [21 CFR z 11.42 (c)( 1O)(V)]in that the effectiveness of the cleaning
procedures and the disinfectant(s) used in the Tetanus ~duction Utr@tration are%

w not been established.

5. Failure to destroy obsolete and outdated labels, labeling, and other packaging materials
[21CFR211. 122(e)] in that cartons of obsolete product inserts for
were stored in the warehouse area designated for released material. Inventory records
did not indicate that the labeling was obsolete, and the cartons were labeled with a
Quality Control (QC) release label.

6. Failure to establish or maintain written procedures for ckxming and maintenance of
equipment [21CFR 21 1.67(b)] in that there is no written procedure describing routine
monitoring of clean steam.

7. Failure to maintain separate or ddined areas or such other control systems for
operations as necessary to prevent contamination or mixups, and maintain equipment for
adequate control over air pressure, microorganisms, humidity, and temperature as
necessary for the manufacture, processing, packing, or holding of a drug product

11.46(b)] in that the air pressure difikrential hem rooms
does not meet established specifications.

8. Failure to establish and/or follow written procedures for production and process
controls designed to assure that the dmg products have the identity, strength quahty,
and purity they purport or are represented to possess [21CFR 211. 100]., For exampic;
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a. The standard operating procedures (SOP) entitled “SOP For GMP Train@
Program” was not followed in that two emplayees in the tnanufiwturing area
have not received Good Manufacturing Practice updates within the past 2 years,

b. The SOP entitled ‘Routine Sampling Procedure For Water For Injection (WF1)
Systems” does not address the finding of mold in water samples collected.

c. There is no written procedure to describe the receipt of incoming environmental
samples including verification of samples received with the eolkction record,
method to resolve discrepancies, or exphmation of how sanqies are handled and
stored.

d. There is no written procedure to describe the control and acceptance of sterility
test media.

e. There is no SOP to describe the reporting procedure for sterility test fhilures.

f. There is no proecdurv to describe (1) how samples are traced through harvesting
and extraction to find Gas Chromatography (GC) identification and (z)
recording of infbrrnation in logs books such as the harvesting r~rd, GC log
book and Post (X Run log book.

9. Failure to document that each significant step in the mardiwture, processing, packing,
or holding of the batch was accomplished [2lCFR211. 188(b)]. For example:

a.

substitution of a falterhousing T- 1 for a disposable filter.

b. record fbr the-
Mtdlnlent 2 m

10, Failure to assure that the equipment used in the manufacture, processing, packing, or
holding of a drug p lCFR 21 1.63] in that the
effectiveness of th “chis wed for measuring physical
specifications for established. In additio~ there is -
no evidence that installation qualification has been performed for the

..s .

Projector.

11. Failure to exercise appropriate controls over computer or rdated systems to assure that
changes ~nmaster production and control records or other records are instituted only by
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authorized personnel [21 CFR 211.68(b)] in that there are no procedures for control of
the sofhvare including procedures to control inappropriate or hcorrect changes to the
specificatiofis for the ~ *

12. Failure to maintain written procedures for cleaning and maintenance of equipment
including the protection of clean equipment horn cotltamhation prior to use [21CFR
211.67 (b)(5)] in that Purified Protein Derivative _ which had been returned
from the filling area for cleaning, was phiced in an area with clean tanks. There was no
indication that the status of this tank was ~erent lkom other tanks that were cleaned
and ready for re-use.

13. Failure to store component drug product containers, and closures under quarantine
until they have been tested or examined, as appropriate, and released [21CFR211.82(b)]
in that pre-shiprnent samples of various media were not precluded from use in
production befioreappropriate testing was completed. Neither the box of media samples
nor the bottles inside the box were labeled to indicate that the contents were not to be
used in production. The box marked “Media Powder Sampies,” was stored irIroom
~ a cold storage area for chemicals in _

14. Failure to maintain separate or defined areas or such other control systems for
operations as necessmy to prevent contamination or mixups [21 CFR 211 .42(c)] in that
there was no number or other identification on the water for injection point of use in

We acknowledge receipt of your May 23, 1997, written response which addresses the
inspect.ional observations on the FDA Forrn483 issued at the close of the inspection.
Corrective actions addressed in your letter maybe referenced in your response to this letter, as
appropriate; howtwer, your response did no~prcwide sufficient detail to fully awess the
adequacy of the corrective actions. The foliowing represent our comments regarding your
response.

483 ~ # 3~
Your response indicates that a test deviation repofi was not generated as a result of an MLE

OP #lES-007 entitid~ :., 7.J
oes not require a test deviation report for MLk samples

c es is uncommon and may indicate a serious problem. We
recommend that the SOP be revised to address mold detected in water samples,

Neither this letter nor the list of inspectiomd observations is meant to be an aU-inclusiveIist of
deviations. his your responsibility as Responsible Head to ensure that your fhcility is in
compliance with the provisions of the Federal Food, Drug and Cosmetic Act and aII applicable
regulations. Federal agencies are advised of the issuanoe of all Warning Letters *out drugs so
that they may take this information into account when considering the award of contracts.
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Youshould takeprompt action tocorrect these dtiations. Failure topromptly comectthew
deviations may result in regulatory action without further notice. Such action includes seizure
and/or injurwtion, license suspension ador revocation.

You should noti~ this office in writing, within 15 working days of receipt of this letter, of
specific steps you have taken or wil[ take to correct or prevent these deviations. lf corr~ve
action mot be cmmpleted within 15 working days, state the reason for the delay and the time
within which the mrrections will be completed.

Your reply should be sent to the following address: U.S. Food and Drug Administration; Center
for Biologics Evaluation and Research; HFM-600; 1401 Rockville Pike, Suite 200N, Rockville,
MD 20852-1448.

$7“ erely,

?~

f

ames c. M-n m

Director, (Mice of Compliance.
Center for Biologics Evaluation

and Research


